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INVESTIGATOR’S AGREEMENT

Study title: Type 3 Von Willebrand International Registries Inhibitor
Prospective Study - GWINTERS-IPS) - EXTENDED

Investigator name: Prof./Dr.

Center address:

Center Number: | | | | |

I declare that I have exhaustively discussed the objectives of this study and the contents of this

protocol with the representatives of the Sponsor/Steering Committee/CRO.

I agree to conduct the study described in this protocol according to the procedures and ethical and
patient safety aspects reported herein, and in accordance with Good Clinical Practice and the

Helsinki Declaration.

If the Sponsor decides for whatever reason and at any time to suspend the study or end it
prematurely, this will be communicated to me in writing. If I decide to withdraw from performing
the study, I will immediately inform the Sponsor/Steering Committee/CRO of this decision in

writing.

Principal Investigator

Signature Date
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STUDY SYNOPSIS

Type 3 Von Willebrand International Registries Inhibitor

Study title Prospective Study - GWINTERS-IPS) - EXTENDED

Von Willebrand Disease (VWD) is the most common inherited
bleeding disorder, characterized by a quantitative (VWD types 1
and 3) and/or qualitative (VWD types 2A, 2B, 2M and 2N)
deficiency of von Willebrand factor (VWF), the large multi-
functional plasma glycoprotein that plays a major role in early
phases of haemostasis. VWD type 3 (VWD?3) is due to virtually
complete deficiency of VWF and, for this reason, has been also
described as “severe VWD”. Recurrent Gastro-Intestinal Bleeds
(GIB) is one of the most challenging complications encountered
in the management of patients with VWD. The commonest cause
is angiodysplasia (ANGDYS), but often no cause is identified
due to the difficulty in making the diagnosis. In recent years,
research from several laboratories has identified multiple roles
for VWF in the control of vascular function. Globally, these
findings provide the first possible explanation for the presence of
ANGDYS in patients with VWD. These vascular malformations
in the gastrointestinal (GI) tract are characterized by fragile,
leaky mucosal vessels. Combined with the hemostatic
Study background dysfunction, these can lead to severe intractable bleeding
including GIB. VWD3 patients by definition are characterized by
undetectable levels of VWF antigen (VWF:Ag) in plasma and by
reduced concentrations (< 10 IU/dL) of factor VII (FVIII).
These baseline levels usually do not increase in plasma following
desmopressin (DDAVP), the drug which can release VWF from
endothelium. VWD3 is inherited as a recessive trait and
heterozygous relatives have mild or no bleeding symptoms. The
prevalence of VWD3 is very low, ranging from 0.1 to 5.3 per
million and differing considerably between countries. The
highest rate is found in Iran and the lowest in southern Europe.
However, the actual prevalence of VWD3 is still unknown in
most countries, due to the lack of retrospective or prospective
studies. Although rare, VWD?3 is of major interest because of its
severe clinical presentation, the need for replacement therapy
with plasma-derived and/or recombinant VWF concentrates and
the risk of occurrence of anti-VWF inhibitors after the infusion
of VWF concentrates, for which risk factors have not been
systematically determined.

e International network among European (approximately
125 cases) and Iranian (approximately 125 cases) centers;

e Prospective enrollment of at least 250 VWD3 patients

Study objectives using a common database online;

e Detailed information about previous bleedings and
exposure to plasma-derived and/or recombinant VWF

concentrates of identified VWD?3 patients;
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e Bleeding severity score of identified VWD3 patients
calculated with a common questionnaire;

e Collection of plasma and DNA samples from all the
identified VWD3 patients enrolled for centralized
analyses;

e Confirmation of the local VWD3 diagnosis using
centralized tests;

e [Evaluation of VWF gene defects, VWF phenotype and
risk of anti-VWF inhibitors through common methods;

e Evaluation of potential correlations between phenotypic
results (including markers of angiogenesis) and GIB
occurrence;

e Objective evaluation of severity of GIB in VWD3
patients;

e Assessment of frequency and sites of bleeding in VWD3
patients followed-up for 2 prospective observation
periods (2 years each: 2017-2018 and 2020-2021);

o Efficacy assessment of the plasma-derived and/or
recombinant VWF concentrates used to treat VWD3 (on
demand versus prophylaxis) using the most objective
criteria for efficacy during 2 prospective observation
periods (2 years each: 2017-2018 and 2020-2021);

e [Evaluation of the efficacy and safety of plasma-derived
and/or recombinant VWF concentrates in the treatment
of GIB during 2 prospective observation periods (2 years
each: 2017-2018 and 2020-2021), in comparison to the
use of anti-angiogenetic agents within the standard
clinical setting.

No-profit, investigators initiated, multi-center, European-Iranian
Study design observational, retrospective and prospective study on patients
with diagnosis of Type 3 von Willebrand Disease.

A total of 20 Investigational sites will be involved in this project
in 9 European countries: Finland, France, Germany, Hungary,
Italy, The Netherlands, Spain, Sweden, UK and other 7 sites in
Iran.

Study Centers

A cohort of at least 250 patients with diagnosis of Type 3 von
Study population Willebrand Disease will be enrolled using homogenous and
standardized criteria.
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Inclusion Criteria
e All ages, both genders;

o Informed Consent obtained (parents will sign for
children);

e Previous documented diagnosis of VWD3 (VWF antigen
undetectable or <5 U/dL);

Eligibility criteria
. y e Detailed information on inherited pattern, history of
bleeding, previous exposure to blood products;

e Availability of plasma and DNA samples at enrolment.

Exclusion Criteria

e Patient who, at the enrolment, are not available for
follow-up.

The work planned to achieve the objectives of the project will be
divided in two parts:

e the first part deals with standardized criteria for
enrolment, collection of retrospective clinical and
laboratory data, further characterization of clinical and
laboratory parameters to be confirmed by centralized
laboratories, prevalence of anti-VWF inhibitors and
standardized assays to measure these anti-VWF
inhibitors, advanced laboratory tests to further identify

Study procedures

VWD3 patients, mutations analyses of the VWF gene;

e the second part of the study for the first time deals with
the prospective clinical observation in a large cohort of
VWD3 patients all previously well characterized by an
international panel of experts to assess number, types and
risk factors for bleeding in the first part of the study and
to assess the efficacy and safety of plasma-derived and/or
recombinant VWF concentrates used to treat them.

Study timelines

e Study period:

First part of the study (retrospective survey and
centralized confirmation): approximately 36 months
(years 2014 to 2016).

Second part of the study (prospective observation):
approximately 24 months (years 2017 —2018).

Confirmation of clinical phase data: approximately 12
months (year 2019).
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Second prospective observation: approximately 24
months (years 2020 — 2021).

Total study duration: approximately 96 months.
e Individual subject participation:
First part of the study: approximately 1 month.
Second part of the study: 4 years (2 prospective

observation periods of 2 years each: 2017-2018 and
2020-2021).

First part of the study
e Informed Consent collection
e Eligibility Criteria verification
e Patient ID Assignment
e Demographics
e Bleeding History and Previous Use of Blood Components
e General Laboratory Test with Local Assays for VWD3
Diagnosis
e Family History in parents and relatives
e Blood Withdrawal for Central Laboratory Assessment
e Mutation analysis in VWD3
e Inhibitors assessment

Optional (in patient relatives)

. e Informed Consent collection
Data points T .
e Historical information

e Blood Sampling for Local Laboratory Assessment

Second part of the study

e Bleeding episodes

e Use of plasma-derived and/or recombinant VWF
Concentrates and comparison between patients treated
with  VWF concentrates under on demand versus
secondary long-term prophylaxis regimens

e Blood Withdrawal for Central Laboratory Assessment
only in case of anti-VWF inhibitors

e Concomitant medication and Adverse Events

e Patients with recurrent GIB who might benefit of
treatment with VWF concentrates and correlation of
angiogenesis markers with previous GIB episodes
recorded
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Analytic techniques will be pertinent to the observational design
Statistical Analysis of the registry. Basic analyses will be descriptive and associative.

Sintesi Research S.r.l, Via Matteo Bandello, 6 — 20123 Milan
(Italy) has been assigned to coordinate and manage the study

Study management R
conduction in every phase.
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1. STUDY BACKGROUND

Von Willebrand Disease (VWD) is the most common inherited bleeding disorder, characterized by
a quantitative (VWD types 1 and 3) and/or qualitative (VWD types 2A, 2B, 2M and 2N) deficiency
of von Willebrand Factor (VWF), the large multifunctional plasma glycoprotein that plays a major
role in early phases of Haemostasis. Recurrent Gastro-Intestinal Bleeds (GIB) is one of the most
challenging complications encountered in the management of patients with VWD. The commonest
cause is angiodysplasia (ANGDYS), but often no cause is identified due to the difficulty in making
the diagnosis. In recent years, research from several laboratories has identified multiple roles for
VWF in the control of vascular function. In vivo studies in the VWF-deficient mouse have
demonstrated a role for VWF in vascular development and angiogenesis. In vitro inhibition of
VWF expression using siRNA in HUVEC results in increased proliferation, migration and
angiogenesis. Other studies have suggested that VWF is also involved in controlling blood vessel
permeability, although its effect on this crucial vascular property may be organ-specific and depend
on tissue microenvironment. Globally, these findings provide the first possible explanation for the
presence of ANGDYS in patients with VWD. These vascular malformations in the gastrointestinal
(GI) tract are characterized by fragile, leaky mucosal vessels. Combined with the hemostatic
dysfunction, these can lead to severe intractable bleeding including GIB.

Interestingly, VWD patients can show GIB and ANGDYS; whether the same pathways are
implicated remains to be established. The direct role of VWF in the development of ANGDYS is
best exemplified in the condition known as “Heyde’s Syndrome”. The GIB in Aortic Stenosis (AS)
was indeed shown to be proportional to the severity of AS and to be reversible following
replacement of the aortic valve. The pathophysiology of this association is thought to be the
unfolding of the VWF due to the high shear as the blood flows through the stenotic valve making it
more readily accessible to proteolysis by the VWF-cleaving protease ADAMTSI13. Similar VWF
defects have been recently observed in patients exposed to Cardiovascular Assisted Devices (CAD).
GIB with or without ANGDYS can be difficult to diagnose and treat. The diagnosis is challenging
due to accessibility, especially when the lesions are in the small bowel, and the requirement that
active bleeding be present at the time of the examination for optimal identification.

Whilst treatment of acute bleeding is fairly standard, a major issue is the recurrent nature of the GIB
and its prevention. Multiple physical and pharmacological therapies have been reported but none
proven to be fully effective in every case. A further difficulty is the low frequency of the
complication in a rare disease, making collaboration desirable among Centers to study the disorder.

The optimal treatment to prevent recurrences of GIB episodes remains still unknown.
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Since a specific abnormality of VWF is always present in VWD patients with recurrent GIB with or
without ANGDYS, the main objective of the 3WINTERS-EXTENDED project is to demonstrate if
the regular (on demand and/or secondary long-term prophylaxis) administration of plasma-derived
and/or recombinant VWF concentrates can reduce the number of recurrent GIB episodes in VWD
patients.

VWD3 patients by definition are characterized by undetectable levels of VWF antigen (VWF:Ag)
in both plasma and by reduced concentrations (< 10 IU/dL) of factor VIII (FVIII). These baseline
levels usually do not increase in plasma following desmopressin (DDAVP), the drug which can
release VWF from endothelium. Therefore VWD3 patients must be treated with exogenous VWF
contained in VWF concentrates.

VWD3 is inherited as a recessive trait and heterozygous relatives have mild or no bleeding
symptoms. The prevalence of VWD3 is very low, ranging from 0.1 to 5.3 per million and differing
considerably between countries. The highest rate is found in Iran and the lowest in southern Europe.
However, the actual prevalence of VWD?3 is still unknown in most countries, due to the lack of
retrospective or prospective studies. In the Italian registry on Hemophilia and allied disorders
organized on behalf of the Italian Association of Hemophilia Center, 96 VWD?3 patients (5.8%)
have been recently identified among the 1650 cases (prevalence of 1.6 per million): however, many
clinical and laboratory parameters for diagnosis and treatment of VWD3 are still not available.
Other national registries on VWD have been organized in several counties (France, Germany, Iran,
The Netherlands, Spain, UK, USA) but data on prevalence of VWD?3 are not available so far.
Although rare, VWD3 is of major interest because of its severe clinical presentation, the need for
replacement therapy with plasma-derived and/or recombinant VWF concentrates and the risk of
occurrence of anti-VWF inhibitors after the infusion of VWF concentrates, for which risk factors

have not been systematically determined.

2. OBJECTIVES AND EXPECTED ACHIEVEMENTS

Aims of this project are to evaluate: 1) the prevalence, clinical and laboratory parameters of a large
cohort (at least 250 cases) of patients with local diagnosis of VWD3 enrolled by European
(approximately 125 cases) and by Iranian (approximately 125 cases) centers using homogeneous
and standardized criteria; 2) role of VWF phenotypic data measured with standardized clinical and
laboratory markers on the bleeding tendency; 3) frequency of bleeding and the requirement for
VWEF concentrates in VWD?3; 4) correlation between clinical and molecular markers and bleeding
tendency, response to therapy with plasma-derived and/or recombinant VWF concentrates and risk

of anti-VWF inhibitors.
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2.1 Measurable Objectives

1) International network among  European (approximately 125 cases) and Iranian
(approximately 125 cases) centers;

2) Prospective enrollment of at least 250 VWD3 patients using a common database online;

3) Detailed information about previous bleedings and exposure to plasma-derived and/or
recombinant VWF concentrates of identified VWD?3 patients;

4) Bleeding severity score of identified VWD3 patients calculated with a common
questionnaire;

5) Collection of plasma and DNA samples from all the identified VWD?3 patients enrolled for
centralized analyses;

6) Confirmation of the local VWD3 diagnosis using centralized tests;

7) Evaluation of VWF gene defects, VWF phenotype and risk of anti-VWF inhibitors through
common methods;

8) Evaluation of potential correlations between phenotypic results (including markers of
angiogenesis) and GIB occurrence;

9) Objective evaluation of severity of GIB in VWD3 patients;

10) Assessment of frequency and sites of bleeding in VWD3 patients followed-up for 4 years (2
prospective observation periods of 2 years each: 2017-2018 and 2020-2021);

11) Efficacy assessment of the plasma-derived and/or recombinant VWF concentrates used to
treat VWD?3 (on demand versus prophylaxis) using the most objective criteria for efficacy
during the 4-year observation period (2 prospective observation periods of 2 years each:
2017-2018 and 2020-2021);

12) Evaluation of the efficacy and safety of plasma-derived and/or recombinant VWF
concentrates in the treatment of GIB during the 4-year observation period (2 prospective
observation periods of 2 years each: 2017-2018 and 2020-2021), in comparison to the use of

anti-angiogenetic agents within the standard clinical setting.

2.2 Expected Achievements

1) Natural history, predictors, clinical and molecular markers for bleeding in a large cohort of
patients with VWD3 identified in developed (Europe) and developing (Iran) countries;

2) Common clinical and lab methods to identify VWD3 patients;

3) Guidelines for management of VWD3 without and with anti-VWF inhibitors.
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3. STUDY DESIGN AND PROJECT WORKING PACKAGES

This is a no-profit, investigators initiated, multi-center, European-Iranian observational,
retrospective and prospective study on patients with diagnosis of Type 3 von Willebrand disease
(VWD3). Patients meeting the enrolment criteria will be consecutively enrolled at each
participating Center and data entered in the register. Upon confirmation of VWD?3 diagnosis from
the Central Laboratories, the patients will enter the second part of the study and will be
prospectively observed for 24 months (2 years). After confirmation of clinical phase data (taking
approximately 12 months), the patients will be observed within a second prospective period of 24

months (2 years) to collect additional information related to study endpoints.

A total of 20 Investigational sites will be involved in this project in 9 European countries: Finland,
France, Germany, Hungary, Italy, The Netherlands, Spain, Sweden, UK and other 7 sites in Iran.

The investigational sites’ names and address are detailed separately.

3.1 General description of the project

The work planned to achieve the objectives of the project will take place over a 8-year period and
will be divided in three parts: a) the first part deals with standardized criteria for enrollment,
collection of retrospective clinical and laboratory data, further characterization of clinical and
laboratory parameters to be confirmed by centralized laboratories, prevalence of anti-VWF
inhibitors and standardized assays to measure these anti-VWF inhibitors, advance laboratory tests to
further identify VWD?3 types, mutations analyses of the VWF gene; b) the second part of the study
for the first time deals with the prospective clinical observation in a large cohort of VWD3 patients
all previously well characterized by an international panel of experts to assess number, types and
risk factors for bleeding in at least 250 patients and to assess the efficacy and safety of plasma-
derived and/or recombinant VWF concentrates used to treat them; c) the third part of the study
(after 12 months of evaluation of the collected data by the Study Coordinators) will replicate the
second part to collect additional information related to study endpoints aiming to a better
characterization of the observed patients.

This will be achieved through the implementation of a Working Packages Plan as indicated in

Appendix 3 to this study protocol.
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3.1.1 First part of the Study

The first critical phase of the project, to be completed over the initial 36-month period, will be the
recruitment of at least 250 patients with VWD3, approximately 125 in Europe and 125 in Iran.
After the approval of the study protocol of the Study by the reference Ethics Committee for each
Center and the organization of the network within a common database, the enrolled patients will be
characterized by clinical and family history at the Centers (WP1).

A detailed clinical history to aid diagnosis will be obtained by interview and use of a questionnaire
previously tested in a large cohort of VWDI patients. In case of VWD3 patients, detailed history
about previous exposure to blood products will be collected and blood samples obtained will be
separately coded and stored (WP2).

Basic laboratory testing with use of WHO International plasma standards for VWF/FVIII activities
will be an essential part of this initial recruitment and analyses as detailed in WP2. All basic
laboratory tests data (WP2) and patient and family details (WP1) will be sent in coded form to the
Coordinators for data storage as outlined in WP8. Each Center will also obtain the best possible
patient and optionally family resource, basic laboratory tests as performed locally: these tests will
be confirmed centrally by laboratories known for their expertise (WP3). Initial and confirmatory
data will be included into the database.

Advanced tests for the evaluation of antibodies against VWF in each enrolled family will be
centralized in a few expert laboratories (WP4). Intra-platelet VWF quality and quantity will be
assessed in all VWD3 patients and will be measured centrally following receipt of a lysed platelet
preparation (WP4). An important part of the project will be the analysis of results obtained with all
the advanced tests leading to detailed analysis of their value as markers for the diagnosis and
management of VWD?3, particularly when compared to the basic tests as in WP2.

Mutation analysis will start only when most of the patients will have been enrolled and evaluated at
the end of the retrospective survey (month 24th). Since this gene analyses might require more time,
the central laboratories involved in this first part of the study will continue their tests also during the
second part of the study and should provide all data completed within month 48™. The presence of
VWEF gene defects will be correlated with the presence of inhibitors (WPS5).

3.1.2 Second & third parts of the Study

The novelty of this project consists in the correlation between clinical and molecular markers and
bleeding tendency as well as with response to therapy with VWF concentrates and risk of anti-VWF
inhibitors. Therefore the second part should start only when all clinical, laboratory and molecular

markers will be available at the end of the first part of the study.
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Clinical and laboratory predictors of bleeding (WP6) will be evaluated in all patients with
confirmed diagnosis of VWD3 who can be followed prospectively for 24 months and, after 12
months of evaluation of the collected data by the Study Coordinators, the patients will be observed
for additional 24 months to collect additional information related to study endpoints aiming to a
better characterization of the observed patients.

Bleeding severity score, baseline levels of VWF and FVIII, the presence of anti-VWF inhibitors and
several modifiers will be tested as clinical and laboratory predictors of bleeding in VWD3.

The current treatments of VWD3 patients will be also evaluated during this study (WP7). It is
important to say that during the 48-month follow-up (2 observation phases), all the VWD?3 patients
will continue the current type of treatment using the same type of VWF concentrate with or without
FVIII available in their own countries at the time of enrollment in this study. The information on the
amounts of concentrates (U/month or U/year), the number of exposure days/year, the efficacy and
safety of each VWF concentrates used in these patients will be collected and will be available at the
end of the study. Moreover, the previous exposure to VWF concentrates will be analyzed as well as
the frequency of the major side effects, including anaphylaxis in VWD3 with anti-VWF inhibitors.
Efficacy assessment of the VWF concentrates used to treat VWD?3 using the most recent objective
criteria for efficacy. Site and type of bleedings and specific approaches to VWD3 patients with anti-
VWEF inhibitors will be recorded.

The use of plasma-derived and/or recombinant VWF concentrates will be evaluated comparing the
regimens adopted for patients treated with VWF concentrates under on demand versus secondary
long-term prophylaxis.

In addition, a detailed evaluation of type, severity and characterization of GIB episodes and of the
type, dosage and frequency of administration of VWF concentrates related to GIB will be
performed in a small group of patients only (WP7b). The type of diagnosis and site of bleeding
should be evaluated at each bleeding episode by performing a complete endoscopic examination of
the GI tract, including esophagogastroduodenoscopy, colonoscopy and videocapsule enteroscopy,
unless the diagnosis has been confidently reached by one the exams and/or the clinical presentation
is indicative of the recurrence of a previously diagnosed event. The severity of each event, either
retrospectively or prospectively collected, will be evaluated according to the Blatchford Score (see

below) when data can be accurately obtained:
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Calculation of prognostic severity of GIB episodes

<18.2 mg/dL _
0 points*
(<6.5 mmol/L)
>18.2 and <22.4 mg/dL )
2 points
(>6.5 and <8 mmol/L)
>22.4 and <28 mg/dL )
Blood Nitrogen 3 points
(>8 and <10 mmol/L)
>28 and <70 mg/dL )
4 points
(>10 and <25 mmol/L)
>70 mg/dL )
6 points
(=25 mmol/L)
MALE: ,
0 points*
>13 g/dL (=130 g/L)
MALE:
>12 and <13 g/dL 1 point
(>120 and <130 g/L)
MALE:
>10 and <12 g/dL 3 points
Hemoglobin (>100 and <120 g/L)
FEMALE: ,
0 points*
>12 g/dL (=120 g/L)
FEMALE:
>10 and <12 g/dL 1 point
(>100 and <120 g/L)
MALE / FEMALE: )
6 points
<10 g/dL (<100 g/L)
>110 mmHg 0 points*
100 to 109 mmHg 1 point
Blood Pressure
90 to 99 mmHg 2 points
<90 mmHg 3 points
Heart Rate: .
) 1 point
>100 per minute
Melena at presentation 1 point
Other markers
Syncope at presentation 2 points
Presence of hepatic disease 2 points
Presence of cardiac failure 2 points

* A score of zero is associated with a low risk of the need for endoscopic intervention.
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Should all the above parameters be not available, a “simplified score” should be proposed, which
includes:

e Signs of hypovolemia (tachycardia > 100 bpm and arterial pressure < 100 mmHg;

alternatively a shock index (RPM/AP > 1));

e Signs of ongoing bleeding (hematemesis or proctorragia or melena);

e Hgb<10 g/dL;

e Transfusional need of > 2 units during the event.
On the long term, particularly in case of occult or non-acute bleeding, the entity of transfusional
need for time unit is considered an accurate measure of GI bleeding and will be recorded for each
patient.
In case of the few patients with GIB recurrence an additional blood sample will be collected upon
request and approval by the Steering Committee and shipped to the Central Laboratory deputed to
the analysis of angiogenesis markers (Angiopoietin-1, Angiopoietin-2, Osteoprotegerin, Galectin-3,
CXCLS8/IL-8, Tie-2, VEGF) in order to evaluate the presence of ANGDYS.
All the clinical and laboratory data collected during this 8-year project will provide the actual
information on the management of this rare but complex inherited bleeding disorder and will allow
preparation of novel guidelines on VWD3 diagnosis and treatment (WP8) based on the most recent

results of a prospective study.

3.2 General Management of the Study
The overall objective of this proposal is to utilize and combine clinical knowledge and technical
expertise of clinicians well known for their ability to diagnose and manage patients with VWD3 and
scientists well known for their innovative research in the field of thrombosis and Haemostasis. This
international combination of clinical and technical expertise will allow us to substantially improve
the available information on the clinical aspects of rare VWD3 as well as clinical and laboratory
predictors of the bleeding diathesis of these patients. This effort is highly relevant, as it will inform
us on issues like duration of hospitalization, frequency of doctor visits and severity and frequency
of bleeding. Little if any information on these VWD3 patients to be investigated by this study is
available to Haematologists, Patient Organizations and Health Authorities. Moreover, our studies
will allow the translation from clinical observations to basic research and back, which will
contribute significantly to our understanding of the marked variability observed between patients

with this rare inherited bleeding disorder.
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We expect that via the execution of this study, we will be able to establish:

a) An international database with clinical and laboratory information of patients with VWD?3;

b) A better understanding of the basic molecular mechanisms of VWD3 that will allow a more
specific therapeutic approach to these VWD3 patients.

Taken together, this international collaborative effort will translate in better diagnostic and
therapeutic tools to manage this rare but severe bleeding disorder.

The proposed project involves 8 different Working packages in order to reach the objectives
necessary to improve the knowledge on the basic molecular mechanisms of VWD3. The
information available in this International Registry (European and Iranian) will be exchanged and
compared among the different partners involved in this 8-year study by using a common database.
Start and completion dates, responsibilities, involvement and work duties of the different partners
will be reported in each Working package. A detailed description for each and every Working
Package will be available separately in Appendix 3.

4. STUDY DURATION AND TIMELINES

Study period:

e First part of the study (retrospective survey and centralized confirmation):
approximately 36 months (years 2014 to 2016)

e Second part of the study (prospective observation): approximately 24 months (years
2017 —2018)

e Confirmation of clinical phase data: approximately 12 months (year 2019)
e Second prospective observation: approximately 24 months (years 2020 —2021)
e Total study duration: approximately 96 months
Individual subject participation:
e First part of the study: approximately 1 month

e Second part of the study: 4 years (2 prospective observation periods of 2 years each:
2017-2018 and 2020-2021).
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5. STUDY POPULATION

A large cohort of at least 250 patients with diagnosis of Type 3 von Willebrand Disease will be
enrolled in Europe (approximately 125 cases) and in Iran (approximately 125 cases) at
approximately 27 investigational sites using homogenous and standardized criteria (20 in Europe +

7 in Iran).

5.1 ELIGIBILITY CRITERIA
All patients with diagnosis of Type 3 von Willebrand Disease will be enrolled.

Inclusion criteria:
e Male and female of any age, including infants, children, adolescent and adults
e Informed Consent obtained (parents should sign for patients < 18 y.o.)
e Previous Diagnosis of VWD3 (VWF antigen: undetectable or <5 U/dL)

e Detailed information on inherited pattern, history of bleeding, previous exposure to blood
products

e Availability of plasma and DNA samples
Exclusion criteria:
e VWD3 patients who may not be available for follow-up

5.2 ENROLMENT STRATEGIES
The recruitment of at least 250 patients with VWD3 as determined by a family history and basic

laboratory tests will be completed within 36 months.

All the Centers involved will gather retrospective data on patients already diagnosed at the Center

as VWD3 patients and who are eligible for this study.

Each and every subject will be asked to read, understand and sign the Informed Consent Form to

authorize his participation in the study before entering into the study.
Optional: for relatives who accept the following will be collected:

e Informed Consent collection

e Historical Information

e Blood Sampling for Local Laboratory Assessment
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6. STUDY PROCEDURES

6.1 ENROLMENT - FIRST PART OF THE STUDY

6.1.1 Enrolment visit
Before any screening activity may be performed, a signed and dated Informed Consent form must
have been obtained from patient. The medical history (demography, bleeding history, previous
treatments, previous diagnosis and familiarity of VWD3) will be collected to assess a subject’s
eligibility for this study. If the patient satisfy the enrolment criteria a blood sample of 20 ml will be
withdrawn for adults and 10 ml for children. For children below 12 y.o. blood sampling should be
part of the regular management adapted to the age.
The central laboratory evaluations are detailed in the following paragraph 7.
Each blood sample will be stored locally at -70°C and subsequently sent to the designed Central
Laboratory for the assessment. If a -70° C freezer is not available at sites, a -20° C freezer can be
used but the shipment to central laboratory should be done within 3 months from the sampling.
All samples will be collected and processed according to the central laboratory manual. Handling
and shipment of the samples and the materials will be described in the manual as well.
Medical history will include concomitant diseases, concomitant medications and previous
treatments for VWD3, if any. A familiar pattern form will be evaluated. Past bleeding episode(s)
history and severity score will be recorded on CRF.

For the optional family members the same procedures will be followed.

6.2 FOLLOW-UP — SECOND PART OF THE STUDY
6.2.1 Control visit

Upon confirmation of the diagnosis of VWD3 from the assigned Central Laboratory, the patient
will enter into the second part (prospective observation) of the study. Due to the observational
nature of the study, all patients will be treated at each Investigational site according to the Center
standard clinical practice with none interference in the treatment and care in relation to this study.
The patients will be asked to visit the site regularly according to the standard clinical practice at
each investigational site (at least once in a year). No additional visits nor instrumental assessments
will be required.

At each visit all information about bleeding events will be collected and recorded on subject’s case
history and on CRF. All medications taken, prescription or over-the counter continued at the start of
the study or started during the study must be documented in source documents and entered in the

CRF.
AEs and SAEs will be recorded/communicated according to the applicable procedure.
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Bleeding episode(s) occurred between visits will be recorded on CRF. In details, the points below
itemized will be checked:

e date and site
e bleeding score
e treatment

Additional blood withdrawal of 5 ml will be performed only in case of anti-VWF inhibitors
development for confirmation at Central Laboratory.

6.2.2 Final visit
Bleeding episode(s) occurred since previous visit will be recorded on CRF.
VWEF containing concentrates and Concomitant Medications, on-going at the end, discontinued or
stopped during the study will be reported.

AEs and SAEs will be recorded and reconciled with source documents.

7. DATA POINTS

The site will determine whether the patient qualifies for the study before entering the patient into
the registry. Sites will assign a patient identification (ID) number to each patient that enters the

registry. Therefore, the patient ID will consist of 11 digits as follows:

e Site code: composed by two capital letters for the Country and two number for the site
(centrally assigned)

e Family code: composed by the capital letter “F” and followed by two numbers starting from
01 and assigned in sequential order to identify the family in case two or more patients are
relatives

e Generation: can be I, I, III or IV

e Individual code: composed by the capital letter “P” (patient) or “R” (relative) to specify if
the subject is a VWD3 patient or a relative (in case any relative of VWD3 patient is enrolled —

optional) and followed by two numbers starting from 01 and assigned in sequential order.

Example:  |N| L|0|1|-| F|0|1|-|1L|-|P|0|1]

The patient ID number will be used to identify the patient in the study and must be used on all study
documentation related to that patient and must not be changed at any time. Entry is defined as the

day the patient consents to participate.
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The following data will be collected for each and every patient included in the study and who

signed the Informed Consent Form before enrolment.

First part of the study

1. Informed Consent collection — If Informed Consent is required, the patient will sign Informed
Consent before the patient ID is assigned and data collection. The Informed Consent process
will be clearly documented into the patient’s chart.

2. Eligibility Verification — The eligibility criteria will be confirmed for the patient. If the patient
meets the eligibility criteria, the patient will be entered into the registry.

3. Patient ID Assignment — Once all the eligibility criteria have been confirmed, the patient will
be assigned a patient 11 digits ID number.

4. Demographics — Age, race and gender of the patient will be documented.

5. Bleeding History and Previous Use of Blood Components — The year, month and day the
patient was diagnosed for VWD3; the Site and Score of bleeding for the calculation of the
Bleeding Severity Score and the type of Blood Products used with reference to the year of first
exposure and the units used will be documented. The negativity/positivity to Blood-borne
infections (HCV and HIV) will be assessed too.

6. General Laboratory Test with Local Assays for VWD3 Diagnosis - In case a Local assays has
not been done within 1 year ,a blood sample will be collected at enrolment to determine locally
the following parameters: Hemoglobin, MCV, Leucocytes, Platelet count, MPV, Ferritine,
Prothrombin Time, PTT, PTT mix, either Bleeding Time or Closure Time, FVIII:C,
VWEF:RCo and VWF:Ag.

7. Family History in the Parents and relatives Tree and Pedigree.

8. Blood Withdrawal for Central Laboratory Assessment for VWD3 patients — A venous blood
sample will be withdrawn from the patients for a total amount of 20 ml for adults and 10 for
children. These amount of samples will be used to optain both citrated Platelet Poor Plasma
(PPP) for VWF assays and Cell Pellet (CP) for DNA extraction. For PPP analysis each tube
will be filled in with 0.3 ml (the total amount of 0.3 ml tubes should be at least 24 for adults
and 12 for children) while in case of CP analysis the sample should be divided equally into at
least 2-4 tubes respectively for children and adults. All these tubes must be stored locally at —
80 C° .and sent to the European Central Laboratories. For the analysis of PPP, CP and DNA,
samples will be evaluated in 5-6 assigned European Laboratories. The details of the Central

Laboratories will be distributed separately (Working Packages).
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9.

Optional: Bleeding history and blood withdrawal for Local Laboratory Assessment will be

collected for subject’s parents and relatives who agree to participate.

Second part of the study

Bleedings — All bleeding experienced during the study will be documented and detailed for
number, types and risk factors for all patients with confirmed diagnosis of VWD3.

VWF Concentrates — All different VWF-containing concentrates used during the study will be
documented and described in quantities, efficacy and safety for all patients enrolled in the
study. The number of patients treated with plasma-derived and/or recombinant VWF
concentrates under on demand versus secondary long-term prophylaxis regimens will be
evaluated.

Concomitant medication and Adverse Events — all other medication in use and all adverse
events occurred during the study course will be collected and entered in CRF.

Patients with recurrent GIB who might benefit of treatment with VWF concentrates and
correlation of angiogenesis markers with previous GIB episodes recorded — within the
identification of a pool of VWD3 patients with GIB according to standardized and objective
criteria, the data collected retrospectively in these patients will be evaluated and correlated with
phenotype (including markers of angiogenesis) and genotype centralized results. This will help
identifying potential correlations between phenotype/genotype and GIB occurrence. The
VWD3 patients with GIB occurrence will be tested centrally for angiogenesis markers
(Angiopoietin-1, Angiopoietin-2, Osteoprotegerin, Galectin-3, CXCLS8/IL-8, Tie-2, VEGF) in
order to evaluate the presence of ANGDYS. In addition, the efficacy and safety of plasma-
derived and/or recombinant VWF concentrates used to treat patients’ GIB during the
prospective observation period, in relation to the use of anti-angiogenetic agents within the

standard clinical setting, will be evaluated.

Additional blood withdrawal of 5 ml will be performed only in case of anti-VWF inhibitors
development for confirmation at Central Laboratory.

8. STATISTICAL ANALYSIS

8.1 PRIMARY ANALYSIS

Consistently with the objectives of the retrospective and prospective observational study and

appropriate to the data being collected, a Statistical Analysis Plan (SAP) will be developed. Given
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the observational design of the registry, the primary analysis will be descriptive and associative.
The SAP will describe, in the form of annotated tables, figures and listings, the analyses to be

conducted.

Analyses will first present the patient clinical and demographic characteristics of the patients being
treated for VWD3 at the investigational sites in Europe and in Iran. Next, analyses will be

conducted to identify clinical and laboratory predictors of bleeding.

The SAP will also provide details on how the effectiveness variables will be derived, how the

missing values will be handled, and how these variables will be analyzed.

8.2 STATISTICAL ANALYSIS
Analytic techniques will be pertinent to the observational design of the registry. Basic analysis will
be descriptive and associative. Tables of baseline clinical and demographic characteristics,
treatment patterns, clinical outcomes, and health care resource utilization will be compiled for all
patients, and other techniques may be employed to assess association of covariates, including

treatments and outcomes (including clinical and laboratory outcomes).

9. PROJECT MANAGEMENT AND COORDINATION

Fondazione Bianchi Bonomi shall assign Sintesi Research S.r.I, Via Matteo Bandello, 6 — 20123
Milan (Italy) to coordinate and manage the study conduction in every phase. Sintesi Research will
assure to act in compliance with the local guidelines and legislations, in the respect of the protocol
and timelines agreed in the same.

Sintesi Research, thorough its personnel, will be responsible for the following:

1) Request of authorization for study conduction — Sintesi Research will perform all the
necessary steps to obtain the authorization for the study conduction in all the investigational
sites involved in Europe (documents preparation, request of authorization dossier
preparation and submission)

2) Sites activation — upon authorization from the Central and Local Competent Authorities and
Ethics Committees accordingly to the country specific requirements and procedures, the
sites will receive the personal access details for the project data base; the Investigator Site
File containing the documentation, template, forms and training material for the study
conduction.

3) Study management — the assigned Project Manager will coordinate and manage the survey

conduction particularly (but not limited to) in the following activities:
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a. He/she will supervise the sites and patients enrolment thorough the web site and the
direct communication with site personnel;

b. He/she will be responsible to maintain contact with and supervise the blood samples
shipments from the investigational sites to the reference central laboratories;

c. He/she will guarantee the standardization of the study procedures and the
distribution of the right and proper documentation to the sites;

d. He/she assists and supports the sites for any issue occurring during the study course

e. He/she takes all the measure to guarantee that the patient privacy is protected and the
data quality respect the standards required.

f. He/she verifies that the study conduction always occurs in compliance with all the
applicable regulations.

A web based project portal and database (www.vwd-3winters-ips.com) will be developed by Sintesi

Research for the overall study management and data collection. The portal will be used as virtual
archive for the study documentation, communication, updates, and to share information,
experiences, opinion among participants. The database will serve to collect the data points as
specified in Paragraph 6 of this study protocol. Each single site member involved in the project will
confidentially receive personal access to the web site and at the level of functionality assigned to
his/her role in the study.

The on-site monitoring of the Centers is not planned. The sites will be monitored remotely through
the web site. Nevertheless, for those Centers that require patient Informed Consent the Sponsor's
monitors may, on occasion, visit the site during the study to ensure GCP Guidelines have been

followed to protect patient confidentiality.

10. SAFETY

10.1Safety Information

An adverse event (AE) is defined as any new medical problem or exacerbation of an existing
problem, associated with the use of a drug in humans, whether or not the event is considered drug
related. A serious adverse event (SAE) includes any event that results in any of the following
outcomes:

a) death

b) life-threatening, i.e., the subject was, in the opinion of the investigator, at immediate risk

of death from the event as it occurred. It does not include an event that, had it occurred in a

more severe form, might have caused death.

¢) persistent or significant disability/incapacity
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d) requires in-patient hospitalization or prolongs hospitalization
e) congenital anomaly/birth defect
f) other medically significant events that, based upon appropriate medical judgment, may
jeopardize the subject and may require medical or surgical intervention to prevent one of the
outcomes listed above, e.g., allergic bronchospasm requiring intensive treatment in an
emergency room or home, blood dyscrasias or convulsions that do not result in
hospitalization, or the development of drug dependency or drug abuse.
Non-serious adverse events are all adverse events that do not meet the criteria for a "serious"
adverse event. For adverse events associated with the use of any other treatment, the investigator
will be encouraged to contact the manufacturer or the regulatory authorities to report the adverse
event. A copy of any form submitted to the manufacturer or regulatory authorities must be
submitted to Sponsor.
An Independent Data Monitoring Committee (DMC) will be appointed for data monitoring and will
be extended for the entire duration of the prospective observation.

The designed DMC members are:

Craig KESSLER, MD
Lombardi Cancer Ctr.
Georgetown University
Washington, USA

David LILLICRAP
Queens University
Kingston, Canada

Robert R MONTGOMERY
Department of Pediatrics Blood Center
Milwaukee, USA

11.ETHICAL ASPECTS

The 3WINTERS-IPS study is Sponsored by a Non-Profit Organization, Angelo Bianchi Bonomi
Foundation, Milan, Italy, and it will be conducted in collaboration with Centers belonging to the
Group on VWD3 recognized by the European Association of Haemophilia and Allied Disorders
(EAHAD) and Sub-Committee on VWF Scientific Standardization Committees of the International
Society on Thrombosis and Haemostasis (SC-VWF, SSC-ISTH). This study must be conducted in
compliance with the protocol and all other applicable local laws and regulatory requirements. Each

study site will seek approval by an IRB or EC according to regional requirements. The IRB/IEC
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will evaluate the ethical, scientific and medical appropriateness of the study. Further, in preparing
and handling CRF and EDC, the investigator, sub-investigator and their staff will take measures to
ensure adequate care in protecting patient privacy. To this end, a patient identification code will be

used to identify each patient.

11.1Study supervision
The 3WINTERS-IPS Steering Committee (SC) whose members are all the Partners Responsible
persons, will supervise the conduction of the study. The SC will be regularly updated on the study
progress by the Study Project Manager and it is the organ which finally will take any decision on

any issues that should derive from the study conduction.

11.2Privacy of personal data
In order to maintain patients’ privacy, all CRFs, study reports and communications will identify the
patient by the assigned patient number. The Investigator will grant monitor(s) and auditor(s) from
the Sponsor or its designee and regulatory authority(ies) access to the patient’s original medical
records for verification of data entered into the CRFs and to audit the data collection process. The
patient’s confidentiality will be maintained and will not be made publicly available to the extent
permitted by the applicable laws and regulations. The data collected properly coded will remain
within the investigational Center where the patient is recruited, the Central Laboratories involved
for clinical and molecular analysis, the study Sponsor and the Members appointed for data review

(DMC and SC) and verification (CRO).

11.3Confidentiality

The collection and processing of personal data from subjects enrolled in this study will be limited to
those data that are necessary to the study purposes only. These data must be collected and processed
with adequate precautions to ensure confidentiality and compliance with applicable data privacy
protection laws and regulations, in particular the General Data Protection Regulation (GDPR) n.
2016/679 on the protection of natural persons with regard to the processing of personal data and on the
free movement of such data.
The Sponsor ensures that the personal data will be:

e processed fairly and lawfully

e collected for specified, explicit, and legitimate purposes and not further processed in a way

incompatible with these purposes
e adequate, relevant, and not excessive in relation to said purposes

e accurate and, where necessary, kept current
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Explicit consent for the processing of personal data will be obtained from the patients before
collection of data. Such consent should also address the transfer of the data to other entities and to
other countries. The patients have the right to request through the investigator access to personal
data and the right to request rectification of any data that are not correct or complete. Reasonable
steps should be taken to respond to such a request, taking into consideration the nature of the
request, the conditions of the study, and the applicable laws and regulations. Appropriate technical
and organizational measures to protect the personal data against unauthorized disclosures or access,
accidental or unlawful destruction, or accidental loss or alteration must be put in place. Sponsor
personnel whose responsibilities require access to personal data agree to keep the identity of study

subjects confidential.

11.4Protocol compliance
The Investigator will conduct the study in compliance with the protocol provided by the Sponsor,
and given approval/favourable opinion by the IRB/EC and the appropriate regulatory authority(ies).
Modifications to the protocol should not be made without agreement of both the Investigator and
the Sponsor. Changes to the protocol will require written IRB/EC approval/favourable opinion prior
to implementation, except when the modification is needed to eliminate an immediate hazard(s) to
patients. The IRB/EC may provide, if applicable regulatory authority(ies) permit, expedited review
and approval/favourable opinion for minor change(s) in ongoing studies that have the
approval/favourable opinion of the IRB/EC. The Sponsor or its designees will submit all protocol

modifications to the regulatory authority(ies) in accordance with the governing regulations.

11.5Protocol modifications
Neither the investigator nor the Sponsor will modify this protocol without a formal amendment. All
protocol amendments must be issued by the Sponsor, and signed and dated by the investigator.
Protocol amendments must not be implemented without prior IEC/IRB approval, or when the
relevant competent authority has raised any grounds for non-acceptance, except when necessary to
eliminate immediate hazards to the subjects, in which case the amendment must be promptly
submitted to the IEC/IRB and relevant competent authority. When the change(s) involves only
logistic or administrative aspects of the study, the IRB (and IEC where required) only needs to be
notified. In situations requiring a departure from the protocol, the investigator or other physician in
attendance will contact the appropriate Sponsor representative by fax or telephone (see Contact
Information pages provided separately in the Investigator Site File). If possible, this contact will be
made before implementing any departure from the protocol. In all cases, contact with the Sponsor

must be made as soon as possible in order to discuss the situation and agree on an appropriate
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course of action. The data recorded in the CRF and source document will reflect any departure from
the protocol, and the source documents will describe this departure and the circumstances requiring
it. When immediate deviation from the protocol is required to eliminate an immediate hazard(s) to
patients, the Investigator will contact the Sponsor or its designees, if circumstances permit, to
discuss the planned course of action. Any departures from the protocol must be fully documented in
the CRF and source documentation.
11.6Subject identification register and subject screening log

The investigator agrees to complete a subject identification register to permit easy identification of
each subject during and after the study. This document will be reviewed by the Sponsor site contact
for completeness. The subject identification register will be treated as confidential and will be filed
by the investigator in the Investigator Site File. To ensure subject confidentiality, no copy will be
made. All reports and communications relating to the study will identify subjects by initials and
assigned number only. The investigator must also complete a subject-screening log, which reports

on all subjects who were seen to determine eligibility for inclusion in the study.

12. PUBLICATION POLICY

The results of this study will be presented at scientific meetings and/or published in a peer reviewed
scientific or medical journal. A Publications Committee, comprised of investigators participating in
the study, as appropriate, will be formed to oversee the publication of the study results, which will
reflect the experience of all participating study Centers.

All reports (including abstracts) and publications shall be approved by the Steering Committee prior
to submission. The authorship of publications shall reflect the input of individual collaborators into
the work and recognize the role of the project. The aim is to include at least one author from each
participating Center, however this is subject to specific journal requirements.

Studies performed with a recruited family and relating to the project should be reported as part of
the project. Studies performed with a recruited family that are not related to the project may be
published by the individual investigator after consultation with the Publications Committee and

should make reference to the project.
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APPENDIX 1
STUDY FLOWCHART
FIRST PART
retrospective phase first observft];:o?l(;el\i']i?)(f é[l}p’II“OX. 2 years)
(approyi 1 year) +
diagnosis confirmatory confirmation of clinical p_l:ase data (approx. 1 year)
Activity (apprI:)l)l&asleyear) second observation period (approx. 2 years)
Enrolment Visit Eng)ilslirient Control visit* Final Visit
| month 4 years (@ncluding two observation
periods of 2 years each)
Informed
Consent X
Eligibility
verification X
Patient ID
assignment X
Demographics X
Medical History X
Previous
diagnosis of X
VWD3
Bleeding History X
Previous
Treatments for X
VWD3
Family history in
parents and X
relatives
X (if not
Blood sample for X performed X
local assessment orgbin | Yoy
start)
Blood sample for
Central Lab. X
assessment
Bleedings X X X
VWF
concentrates X X X X
Concomitant
medications X X X X
Adverse Events X X X

* a Control Visit should be performed at least once in a year according to the standard clinical
practice at each investigational site
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APPENDIX 2

MEMBERS OF THE WORKING GROUP ON THE

3WINTERS-IPS STEERING COMMITTEE

Sponsor

Barbara BIANCHI BONOMI
Bianchi Bonomi Foundation
P.za Castello, 2

20121 Milan, Italy

SPONSOR

Scientific Coordinator

Augusto B FEDERICI

Haematology and Transfusion Medicine
L. Sacco University Hospital

Via GB Grassi, 74

20154 Milan, Italy

SC

Financial Committee
Coordinator

Ian R PEAKE, PhD

Department of Cardiovascular Science
University of Sheffield - Medical School
Beech Hill Road, Sheffield, S10 2RX, UK

FC

Publication Committee
Coordinator, Assistant
Coordinator Phenotype

Jeroen EIKENBOOM, MD, PhD
Leiden University Medical Center
Department of Thrombosis and
Haemostasis, Building 1:CR-2

PO Box 9600, 2300 RC Leiden, The
Netherlands

PC, AC

Iranian Study Coordinator,
Assistant Coordinator
Phenotype

Flora PEYVANDI, MD, PhD

A. B. Bonomi Hemophilia Center
IRCCS Maggiore Hospital Ca Granda
Foundation

Via Pace 9 20122 Milan, Italy

AC

Assistant Coordinator
Phenotype

Ulrich BUDDE, MD
Coagulation Laboratory
Aesculabor Hamburg
Haferweg 36

Hamburg D-22760, Germany

AC

Assistant Coordinator
Phenotype

Alberto TOSETTO, MD
San Bartolo Hospital
Haematology Department
36100 Vicenza, Italy

AC

Assistant Coordinator
Phenotype

Luciano BARONCIANI
Policlinico of Milan,

General Medicine — Haemostasis &
Thrombosis

Via F. Sforza 35, 20122 Milan, Italy

AC

Assistant Coordinator
Genotype

Anne GOODEVE, PhD

Department of Cardiovascular Science
University of Sheffield - Medical School
Beech Hill Road, Sheffield, S10 2RX, UK

AC
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Assistant Coordinator
Genotype

Reinhard SCHNEPPENHEIM, MD, PhD
University Children's Hospital

Division of Pediatric Haematology and
Oncology - Martinistrasse 52,

20246 Hamburg, Germany

AC

Assistant Coordinator
Phenotype

Jenny GOUDEMAND, MD
University of Lille
Haematology Department

59011 Lille, France

AC

Assistant Coordinator
Phenotype & Genotype

Giancarlo CASTAMAN, MD

Careggi University Hospital

Hemophilia Agency, Reference Center for
Congenital Coagulopathies

Via delle Oblate, 1

50141 — Firenze, Italy

AC

Assistant Coordinator
Phenotype

Anna RANDI, MD
Imperial College of London
The Hammersmith Hospital,
Du Cane Road,

London W12 ONN, UK

AC

Assistant Coordinator
Phenotype

Maurizio VECCHI, MD
Gastroenterology and Endoscopy Unit
IRCCS Ca’ Granda Ospedale Maggiore
Policlinico Foundation

University of Milan

Via Francesco Sforza 35

20122 — Milan, Italy

AC

Contract Research
Organization

Paolo DE SIMONI
Sintesi Research S.r.l.
Via Matteo Bandello, 6
20123 Milan, Italy

CRO

Legenda:

SS=Scientific Supervisor; SC= Scientific Coordinator; FC= Financial Coordinator;
AC= Assistant Coordinator; PC= Publication Coordinator;
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APPENDIX 3

WORKING PACKAGES

WPIla Study documents set-up and finalization

WP1b Network and Data Base of the study

WP1c Regulatory process for the study

WP1d Study initiation and patients’ recruitment

WP2 Collection of retrospective data & blood sample withdrawal for VWD3 diagnosis
confirmation

WP3a Centralized evaluation of VWF antigen (VWF:Ag) levels for the VWD3 diagnosis
confirmation

WP3b Centralized evaluation of FVIII levels (FVIIL:C, FVIII:Amidolytic, FVIII:Ag) levels
for VWD3 diagnosis confirmation

WP3c Centralized evaluation of VWF multimer profile for VWD3 diagnosis confirmation

WP3d Centralized evaluation of anti-VWF inhibitors presence in the VWD3 patients
enrolled

WP3e Centralized evaluation of VWF propeptide levels for VWD3 diagnosis confirmation

WP3f Centralized confirmation of VWD diagnosis (genotype)

WP4 Number, types and risk factors of bleeding in patients with confirmed VWD3
diagnosis

WP5 Quantities, Efficacy and Safety of different plasma-derived or recombinant VWF
concentrates in patients with confirmed VWD3 diagnosis

WP6 Regulatory process for the study amendment related to 2-year extension of
prospective observation

WP7a Evaluation of Gastro-Intestinal Bleeding recurrence in patients with confirmed
VWD3 diagnosis

WP7b Centralized evaluation of angiogenesis markers in patients with confirmed VWD?3
diagnosis experiencing recurrent GIB

WP8 Recommendations on the use of plasma-derived or recombinant VWF concentrates
in patients with confirmed VWD3 diagnosis
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APPENDIX 4

PRELIMINARY INFORMATION COLLECTED

DURING THE STUDY
Retrospective phase L J
20142015 265 pts. enrolled
W 31 putienis excluded due o lack of
samples for central amalyses
Confirmation phase 170 VWD3 pts. 20 patients excluded basing on
2016 confirmed Phenotype contral palyses
14 pathents excluded due 10 lack of central
characterlzed VWD mutatiens
h 4
-
Prospective phase 154 VWD3 Pts" )[ 16 patients without 2-vear complele observation |
2017-2018 observed 2 years (Lost-to-Fullaw-Up | Drop-outs)
£
v

Prospective phase

EXTENSION 153 VWD3 pts. 1 patient excluded as per sie’s decsion or
2020-2021 starting EX'T. Lasst- Lo Follow-Up / Drog-ouls
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